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= (54) Title: MEDICINAL COMPOSITION FOR TREATING CHRONIC HEPATITIS C 
= (54) fZWtoZft: ®&CMK&£7i!im-?%tzlto<D&m&l£m 

(57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 
one active ingredient selected from the group consisting of IL-15, myeloid dendritic cell maturation stimulators (for example, CpG 
00 oligo deoxynucleotide, GM-CSF, IL-4, LPS, CD40L, polyLC, TNF-df and 1FN- T ) and lectin-binding substances (for example, 
fS mannose carbohydrate, fucose carbohydrate and antilectin antibody); and a method of treating chronic hepatitis C by using such 
active ingredients). In the above medicinal composition and therapeutic method, it is possible to use IFN- a together with these 
2 active ingredients. 

§(57)SlK:*«Mli, IL-15, 5xa>f KS^ttfflffifigjR^aSB^ (ffliltf. CpGt'J^ft^^btf 
O K. GM-CSF, I L-4, LPS, CD40L. polyl :C, TNF-afecfctfl FN-r) &l/U^^>*S 
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mmm 

5 tm#» 

mams 

CWSt&V'OVX (HCV) \t, 77tf»>>f;^7 7 5U-fcJRr*-**y 
10 RN ASM" ;K*T?»D, «»UfcA#©7 0X£U:Tr»«»*ll!l*§l 

frSZlt. HCVOjfli^Cifeig&^itt, l§ft&lff»eiM«<}:tf 

15 lif!5^HCVMt5WS§. HOI TO, littHCV 

tf»[©«*tt&te*i£iLTI FN— a t'jA'tfU^tO^fotWffl 
V^nWS Of#H¥l 1- 1 5 2 2 3 1) c COmmtl FN- a fc«kS£ 
WftiH:ttbTHCV«l6<D«»**b<iJk«lbfc*«, &&j£#©¥#£U:te 

20 Hcv&g^©*#-XA©iote, Hcv#i&±©#i£ji&g^s,&n*& 

**«"bTVi*itT»* (Proc. Natl. Acad. Sci. USA 92 (7):2755-9, 
1995; Science 258 (5079): 135-40) . cn&TCDffiftjfcS, «ttHCV«»SJS 

(J. Immunol., 169(6): 3447-3458, 2002; Clin. Exp. Immunol., 109(3): 
25 451-457, 1997) , H C VHi* O^TMM^IWJ LTV^ t e»tl5. 

HCV&, mmm*mm&ft%t£-#u<T%>z.t\z&y) a. Immunol. 

162:5584-5591, 1999) , £fcteCD 4&£tfCD 8 T»lfi#grfcHfrr* C i 
fc«kO (J. Immunol. 169:3447-3458, 2002; Hepatology 33:267-276, 2001), 
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Hcv©i«0ii^©ion hcv«» (dc) 

M^fi^TV^ (Banchereau, et al. Nature 392 (6673) : 245-252, 1998; 
Blood, 90 (9) : 3245-3287, 1997) 0 M&WMtt, itUTSin^ mm 

%®ttmm (mdc) «, v^)Mzttrz-&&&zt-AT-mmfo { g<Dmjs 
*?mm% 0)>/mm) mwnm (pdo \t, ^-ov^zmm-^t^m 

10 ©I3H FN£&aiU ££bTTh 2^tt«^rf3. 

StlT&O 0. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 
524, 2001) , Z.(DZ\tfrt>, WsSW*HC V\z£ QWmiEnZftmmmmm 
(::K#LW&;i£/^l££nTV><i>. jSflfc^ (RT) -PCR^ffiVifcVKo 

15 froomiz&r), mftMJ&&%t5&mmfa\zHcv7 ; &tf&ft-tzz\ttf7jkz 
20 v\zm%&-?&z>fr\ttwr'&?tz 0 

®mmm\$I FN a TMt^iMI CA/BOTL, NKM£?£teft; 
T3;i£^T#3. MHC^7XISlAiMM (MICA/B) te, N 

J£fP££:£-fo MICA/Bte, felfcW&^T. IMHCtteM&D, ^tAy^f 

<< frxizmmLTzmm, hvz$:%tftc"mmz&^T7 y?u**u-hz 
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tlTV>£. VftHfioX, M I CA/BKNKMSWSutiat), 

cmum-ovx (hcv) mitt?z>mm\~&^x\z, ifn«w: 

Immunol. 170:1249-1256, 2003) „ irt£t>%, MttHC V^JS^C&^Tte, 

4$fr:£fU : Wl 1 - 1 5 2 2 3 1 
##fF£®U : J- Immunol. 162:5584-5591, 1999 
^fFXSU : Gastroenterology 120:512-524, 2001 
^fF»3 : J. Immunol. 170:1249-1256, 2003 

15 

*^0j^e»«, ittHCViiM©HW^ I L - 1 5"eiJIt5 1, M 

#fpj#e>«, ->i-h^^y7K^'i4p^^-r;Px (vsv) «, *«©m 

LtZ^Zt, £ »M D C ±0 U £ ? ^a-FM^VSV«A 
fc*r L Tfigfcfcftl UT V> * 21 i M 6 ^ t b fc. *fi6 W tt Jl © «k 5 
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?tlt>%, *3B93tt. IL-15, 5in^HIWM»Sf^l/ 

-rztzibcDmMUf&mm&znzo &%l<\z, i l - i 5 z^tz^mw 

©MW*, m&CMM-&<Dmmz&^T I FN— a tfiffflSn§. 

te-SHC^TI FN-a £#ffl3ft5 0 $f^b<«, $XD^H«1M 
15 CpGtU^ft^^l/^F, GM-CSF, IL-4, 

LPS, CD 4 0 L, polyl :C, TNF-a&cktf I FN-r fr£>&<5 

20 %<e;%-?Z>*%W<DW.J$,m% &&CMB0k<DfemiZ&^T I FN— a 

#§g93«, il-15, 5ia-f HIMMlMiWW^f- 
*mw\$, IL-15, Un^FWMMlfS^I/^ 

>^tis^ e>gft $ ft 6 1 aw±©s«#©^i*£it# s c £ & 



WO 2005/023289 



PCT/JP2004/013283 



5 

0 2te, IL-15fej;r;iFNa £ <fc3M I C A/B<D5S3!<Z)fPS£^1"o 
0 3te, I FN a L- 1 5T«lfcWtt(:J;5NKi« 

4b ^"To 

10 04te, I FN a I L - 1 5rM&Lfcmnm\Z&ZNKmmm& 

0 5 I L - 1 5 C^^NKffflMtt'fb^P^fclimcD^^^-ro 
06te, IL-1 5T«Ufc««i:NK«i:^h^>7s^x;i/^T* 

15 07 \Z, inM I CA/B^#l£££NK««tt'fb0M£^-. 

08 te, MM I CA/B^t^-SNKlffl^fg^bOPl^^l-o 

0 9 », I FN a tfil Lfc««lCJ:?, I L - 1 5 ©g££^T„ 

0 1 0 U, m I L - 1 5K#£fctetii I L - 1 5 R a fcmz&ZM I C A 

20 IL-1 5T«l«ttlCJ:5 I FN a/|3 ©iMSt. 

Ell 2\Z, *al FNa/flRtaftt^S IL-1 5ig#i4M I C A/B<Z)fg5E 

01 3«, HCVS^S^it^M^^jfa^t^tt^WM^ic^^To 
01 4te, MDC&£tfPDC^>a.-F*'f7 p VSV-ElE2£&8bfc 

25 ^^£^1% 

01 5te, Mo-DCtC->a.-H^-fyVS V-E 1 E 2 £^ffibfd£*£^ 
To 

016te, MDC, Mo-DC&^tfPDCKlWSHCV RNA©3 bf— 
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m 1 7 \t, vo.- K^>r yv s vomd c^ommzR&tm* ©md cm* 

Ml 8&, y a - y V S VCMD C^0iiHSim>t>ffl^i5 

5 01 9te, ->a-K^-fyvSV©MDC^0flRSSfcRK1-T>^->CDjK»* 
St. 

02 Ott, HepG2SffljjgH*f1--5S>3.-K^yvSV^fc&«-rv>^- 
>©i^#£^To 

io jgfflfcMI3^fcjfr©iii©Ml 

*ttHCV«Mtl:*^Ttt, ^ttttlCfcttSM I CA/BBSfcfcR&a* 

mmm&z<D®vmmzm*<Diy<i h*^r >t«ltmi ca/b®^^ 
^fc„ ^mMi\zvk£nz>&z)\z, mmte) t i--<Dtitvmm\z&\,*T\z, ifn 

15 a, I FNj3 £fc«I.L-l 5fc«fc9MI CA/BO^i«^nS^ H 
CV«SSJft#0«tttaiJfifc*ViTtt, I L- 1 5 fc«k DM I C A/ B ©3851**81 
»Sn**«. I FN a FN/3 (aoTliii$nfi:l^i^^fc*$ 

tlfc. HCVIMMW^I L-l 5T'MWLtZ>t, NK«]& 

20 Sna«k"5Kl, ilft F t-©i«»^ I F N a TittS 1 1 L - 1 5 © 

tfc-ofzo ZtlZomMfrb, HC.Viliti^OHWtt, I FN a © 
*0#K:«k»5 I L - 1 5*j££«ll#)W*«F£g*tTtr>*fc8e>, M I CA/B© 

25 Z.k.tft>fr-Dlto Z\(DZ\tifi, 1SttHCVifi^S#fc:*ViTI FNo «&tcfc 

^-r^>^fe©is^«ti^»-r^o 
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iL-i5tt, Tnmwvmm&fem-i-zm^tLT&mzMmzn, t h i 

L-l 5©cDNA<2K^#££*lW3 (Science 264: 965-968, 1994) . 

tfa?M7- (NK) HUB, *«ktfij >/1$i5ttfb*5- (LAK) 8BJ@© 
5 *»*£tf$MfefcJM*U CTLSttSRW-rSHtj&JWSTIW&JIIStH^T? 
I L-l 5OmRNA^<0«l»fc*ViTlSS$nTVi*5&J, 
7^D77-^^T#<^S$ntV^„ -f>t#t*V»Ttt, IL-15 

io SjEcD^icto, i L-i 5tfffi&nM<Dim7utzfciomzmmzjE\z 
rnwhr, Gtot&mM#ftgkm&iz\mm#mc t l £ 

tlTViS (J. Immunol., 169: 4928, 2002; J. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138, 2001) , S&fc, mm&Mfe&fcmmizfe&L 
TIL-15*££U ZL®ZLt\Z&X)%mmW£*%Wt% (J. Immunol., 
15 167: 1179, 2001; J. Immunol., 169: 4279, 2002) . Lfl>bfc#S, «iSHJ& 

^ai<wfeo&. *5e«fc*^Ttt, ttttUBtti l-i 5fc«toii«[$ 

I^ICMI CA/B-NKG2Dffi5fPfflKtt#UW*i:t3&S*$tlfc. I 
20 L - 1 5liNKW8tBf tl/Tf^lt5i: WentUfc^, #$8Btefc 
ViTtt, I L - 1 5*na#ttNK|fflIfi*«fc3*UT-lt»ftllMib*WbT^ 

#5893T?fflV>* I L - 1 SSi^^SliiOl^^^s, m%M, I 
L - 1 5 *S4-r*SI^*««Blfi^ittllia**««L, I L - 1 5 *W 

25 (i»ii-r*iii*«Tf#*. &sv>«, il-i5«, momfc^mm wmt, 

±&Ltc Science 264: 965-968, 1994 fcfE«0lB^J) Kgo'^T, ^Rgffi^ 

T#en^iL-i5«, »ttaijfis*!i»T5ig**«Kp-rsisD, -e<£>75/ 

KEW®HK («*.«. l~3 0ft l~20fi, 1-10 fi, 1~W (M, 
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sffl) , i~2i@©7$ym^S) tfx$i£rz\m&-$nT^T%&<, f&©7 

5y»iBW-ffi (0JAKJ, l~30ffi, 1~201, 1-101, l~$t<B 

(«, so , i~2<i07^ym^S) #xsnTWb«j;vi B ^s*© 

5 *■©-» (fllAtf. 1-30®, 1~20<@, l-10ffl, (M, 5 

A) , i~2<i©ms) 3&«^dfe*fctt«»snTv»*E5!ift^-r*DNA*3ia 
* * - \z * fca*a*. c ti&jm&m £ fc «ii&£#«© v>i*na> 
iL-i5gaR*5^st*j:wf5„ mguL^essfcsgsi 

io a, tt*w©jR«*«)«^, *«ktf»#, mm, m&mm, m^wiwmmo 

flte^c^sBft-ri^o^-^-ffl**^, setters 

«fctf»gR©l&HIE#l, iA«TATA#-^X, **ytf>^E#l, CAATI3 

^ij, 3' 0n-vmm, x>A>tJ--*MHMWTt>J:V:>. yn^E-^-©^ 
15 £UT«, K«£4tll&£+T?JBVia*£K:«, b 1 a^nt-^-, cat^D 

^E^a^-^-Sfawfsn*; 8Rj£sn&^*«, pb 

R322, PUC118, pUC 1 1 9, AgtlO, Agtll, pMAM — 
20 neo, pKRC, BPV, 7^-7, SV4 0, 2-5i7D>f^tn5. 

aift«e«s»j©seKa:©M'&ges©»T56S3-&*«t5fc, 

25 IL-1 5*«a*r*J:'5«ia5$nfc^^-tt, h7>X7*-^-ya>, 
h7>77i^ya>, 3>i?ay-5/a>, ^Dh^XMB^, xl/^hn 
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©»&*.seK*iiNRu mmzztiz&Y), il-i smmmzz-t® 
t#-5o mm\x j *MX®mu^y>t774-, hplc, -r*>ssai^n^ 

JfimfcfcV>T^S*i*i:'3K:, i!gDC:}3<i;tfPDC, fcStfte£tt&©*MRM 
Jficp»»*tt, HCV«*fe«l#K:*3lvt, *HHH^— fc*Jt*±0fi<. 

10 WB«|fi|^&5B^*r**tt*«W6*lcStiTV^W, Zl*lS©iS**>&, « 

7iiseH^*abfc'>3.--H^'f^ , **ttPrt*^^ (vsv) $«t^«n 
vs. ^u->M^es (gfp) v^-^-3ifi^^©yyA^wr^> 

511, vrL-h^-f^VSV^, HCV^^7oHt-i:»^>MDC^ 
£tf|l*A*ttttMJB (Mo DC) fcttgA-TS**, PDClMAU^ut 

i fn— a tttmhTmtebtiz. r^in^FiMMiiiSTj s, 
sxD-r ^^^^©^^MTtsKD^ti^^n^v^, c 

pG^'J^Tt^^WH, GM-CSF, IL-4, LPS, CD4 0 
L, polyl :C, TNF-a^I FN- 7 6*1*. CpGt'J 



WO 2005/023289 



PCT/JP2004/013283 



10 

vxm, ncThi^ifL, b«, nkibii, mmm^m 

p G:*U ^x^->^ 2 Vtt H^MD C i^ffllTsEli^t, y^~ ~f 
5 VSVWSMDC0!StttSjST§tfcCt^5^l:^ofc. GM-CS 
F, IL-4, TNF-a£<ktf I FN-r ttVvTnfc, luM»e^W 

BS^tj^rrs £ twxgzmi-t vx-mzm^ ens feotib^. lpss 
po i y i : c\t, ffiwnm<Dm&4mi-ti,T&<%\t>nT^z> e ^ne»©s 

10 ^©^m*), CvG*V37**y%>7V-*3-\ i <Dftt>K>\zm^Z>Z.tiAX% 
V>T, I FN— a £tz\ZVrt\iV>t&fr&t>i£Tm^%ZttfTZZ>o 
Settle, ya-^'fyVSV-ElE2©MDC^0gAli > T>±>lCck 

t2>mr*&ti&®\zm%.2nti^tf, m^i, -?yj-7.viMWi, yn-x 
mn^n^t>^xm^xh^o -zziz, i&ovzj-y&^mwit, 'm.c 

Mfit&ommiZ&^X, I FN— a £fcteimk*U >t%&fr&t>it:Xm^Z>Z. 
25 tifiX^Zo 

*ftW<DmMM®*mm-Z>tztb\z\%, IL-IS, 5xn^HiM 

mmmmmmi-^zs/^rcuu^^y^mM, z z \z&g\zfocx ifn-« 
£jpx.t, ?h : m%mttm\z&^x& < ® t>nz>mmm\zft®L ? zm&t t & \z, 
mg, ®m, mmt, mat, jmu. ^y-t^A, mmimm\z&r), mmt 
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iSttdE^SO. 1-9 9. 9fi*%E-g-r^o ft*, *58WT?fflVi«ffittriE»*s 
l#Wt:f§"etl.S5)ifi!ct^i^«, -5 ft«»tt©tt« 

5 ftP#4fflfctt, IL-15, 5xn-f FSWjMBftftfflftB?, ZtzUU 

*infi4«fcli, IL-15, $xn^ H^fMMMSf, 
10 l^^fc&WK*, I^HSIt^M RJE&9, # 

if©»t:lW?)ui!!)^fl.. aS#JB©BL:£K:*5V>T«, #fgBJ©E3l 

20 «ffl©*3wa»ii:fi^-r*Jia:fc«tD«3a-r*j:t* J T?**. *389§© 

*56l8©E3liaric«»*a:#-r*K#S*<J:^fi#tHitt, s^©m ^© 
25 ftfc, ff*U>&5©#8c«, IL-15, 5lD^F»tt»IBf, 

#3&0J©gl£MW, INF- a t©a»^to-&S!-^te*ViTffl 
Vi*©fc«ffcWffiTf»*. INF- a i©fi#£:b"&i&*iCfcVvrtt, INF 
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-at, IL-15, 5xo^F««»MBf, *fc«l^3 L >*S 

•5, mm\z, %tz\m&mz&5-zn% 0 &&^<Dm\z§tnBfrt>$tii>r n<D4 y$ 

10 &fc!9#:fil k g&fcD, *U0. 0 0 lmg^e> 1 0 0 Omg©|gffl, ^ff^L< 
\$®0. 0 lmg^e 1 0mg<DmmtteZ>&5, 1 B £ 1 IU^£>$t[H]t3:-rr£ 

#^0J©lfifi£tJte£fc, INF-oi, I NF-a <t©m#£fc>ii:£fc>-fr& 
^KWfflfc IL-15, 5XD-1" £&«l^5P>;Sg 

m m m 

i-xrizmmm iz & 9 *mw z £ o mm izmmt z &, \z z. n e> <ommm 
20 \z£.K>m.fe2nz>*><D-z\zti^ a 

mmm i - 6 iz&^TUwrottms ^n^m^m^tz B 

(A) PBMC^£©«fitffcDC©f^ 
25 fc. T^T0HCV»a#«, MJxHCVia#:^J:raCV-RNA0M^ 
rt^fc. £fc, 5t^W{Cjfiim7^->7$y h7>X7x7- if (ALT) W 

;i/^S!i^LT, Hcv&mm^zwE&fc&stmm&om&iz&K) 2-d<du\z^ 

mhtzo ftm®&tz\mm$}teALT±%Z7ikLtz&% (n=10) teCH-1 
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mtfemXs, 2^£JUtjE#feALTSj#tt»fc3Sbfcffi©ft# (n=10) \tC 
H- 2 tm&htto ««&#7>^-f 7*±tf*ttHCV*8SA*©*«i»IRlfii 

liiCJiDlMIUfcPBMCft^-n-^ (S i gma Aldrich, St 
5 Louis, MO) ©3!©?&«$rtE (1. 076, 1. 059, *,ktf 1. 0 
4 5g/mL) T?3tifr»(ibfc. *flEfc»»anfc*«*W+m»*2 4'> 
x;H&*MK:5. 0x1 O , fl/#XJW0«iln?*ttU&. 4 5»>+i^ 
-hbfc^, *g«ailfi*I^U, 10%PCS, lOU/mLO 

^-~>U>/X M/7>T-f~», 2mmol/L0L-^5>m, G 
10 M-CSF (lOOOU/mL, *U>lf-;W , :fe±tfIL-4 (5 0 0U/ 
mL : S t r a t hma im Biotech. , Hannover, Germ 
any) £ffi3teLfc7^*3-7*afc3H-- ^JW&ffi (Gibco-BRL Li 
fe Technologies, Inc. , Gaithersberg, M 
D) +-eig*Lfc. DCCDMmzfe&TfVUM&mWz : I FN a (££SB3SS) , 
15 I FNj8 (3HCV) , IL-15, IL-12, IL-18^TNFa (R& 
D Systems, Mineapol is, MN) „ 

(B) DCfc:W£MI CA/B^07D-1M h*HJ##f 
DC (5x1 0 5 ) £, JftMI CA/B^ey^n-^Rff (6D4) 

(Science 279: 1737, 1998) £4^ 3 0#M-f ^a'S-hLfc. & 

20 fc«M&*ifcifrU F I TC 

-ii^^XSit^IgG (BD-Pharmingen, San Diego, 
CA) ^nWiLT4t:T3 0»>+a^-Mfc. JKIOBUS* 2EJijfe 
#L, 2 %A°^*;i/A7;VTb H«7r@^Lfcc ilSttFAC S c an-^T 
A (BD-Pharmingen) *fflV*T7P-1M HJT?##fU CE 

25 LLQuest (jg^l) V 7 hVX7%m^T ; r-?fttii*ft ofc. 

(C) RT-PCRt:,k5DCT*0mRNA»^ 

ISOGEN (Xy#>v>-» ^fflViT^RNA (1/ig) fctttUL, 8 Op 
mol©7>^^7< , 7- (^fiifi) Ml0mmol/L<5§7^->5! 
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M$5 0mmol/L©Tris-HCl, 7 5mmo 1 /LOKC 1 , 1 
Ommo 1/L0DTT, 3mmo 1/LOMgC l 2 &£tfl 0 OUOD^ED— 
-^X5ei^-fK'JA-7h7>7i"J^- fe* (Gibco-BRL) 
tS^b, 3 7t^5 0#WK>*a^--hLfc. 
5 7 0"CT1 5^MJD^-r*Ctk:J;DR«*{flfcS-&fc. HBnfccDNA*. 
1 0 pmo 1 0#-fe>X^d:^7>5 1 ii>7 > 7 p ^-1'T-, 1 Ommo 1 /L<DT 
ris-HCl, 5 0mmol/L©KCl, 1. 5mmo 1 /LOMg C 1 „ 
§2. 5mmo 1 /L©r^y?^l/tf h'H'J^, ££#2. 5UOTa 
qDNA#'J^7-t* (SSSiS) *£&R*«£*+T/BV*fc. 

10 KTCD^'fT-^l^fc : M I Ct>X : 5 ' -AC AC C C AGC AGT 
GGGGGGAT— 3 ' (gSfflttl) ; MICA7>^t>X : 5' -GCA 
GGGAATTGAATCCCAGCT— 3 ' (SB^"J#^2) ;MICB7> 
^■fe>7.:5' — AGC AGTCGTGAGTTTGCCC AC — 3 ' (@3?!]# 
■^3) ; IL-1 5ir>X : 5' — TAAAACAGAAGCC AACTG — 

15 3' (S50##4) ; I L-l 57>ft>7 : 5' -CAAGAAGTGTT 
GAT G A AC AT — 3 ' (SB?iJ#-^5) ; I L — 1 5 R a -fe>7. : 5 ' — G 
TCAAGAGCTAC AGCTTGTAC — 3 ' (S3^!J#-^6) ; IL-15 
Ra7>ft>X: 5' -GGTGAGCTTTCTCCTGGAG- 3 ' 
(E?!l#*f 7) 

20 Mm*7u h3;Hajs4T©t*DT** : ^fe (M I C : 3 SlMPfr, 9 5t:, 
6 0m I L-l 5 : 3 01M 9 9^, 6 0m IL-15Ra:3 
5lH£;h 9 9T3, 6 0#f|) , 7n-U>^Ig (MIC: 5 6^, 

6 0m IL-15 :60C, 309HQ, I L - 1 5 R a : 5 5C, 3 0# 
M) fc«ktf#* (MIC:90m 7 2T3, IL-1 5R 

25 a : 6 0#l, 7 2*0 . 

*fjI<hL-T, G3PDHK:«pftW^7<T-:-fe>^ : 5' -GCCACC 
C AGAAGACTGTGGATGGC— 3 ' (ge^J#"t8) *5£tf7>?"te> 
7,: 5' -CATGTAGGCCATGAGGTCCACCAC-3' (@B^J# 
#9) ^fflVifec 
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(d) im&mm 

T-^«¥^+SDTSb, ANOVA^fflUXtf^xD^TV* MCcfcDit 

5 

K i— £ £ A L T Aft & ^ «W b & V> H C V^S# * 
jTrSDCt^X, g*©lM h^O^J;DMI CA/BJ)mm2tlZ>fr : g 

frzm^tc mmtzv-}— (n-do ^rzuncv^mm chcv-do 

10 fr*><DM®&$:DC*Mmis, ig*i!6 SKI FNa (lOOOU/raL) , I 
FN j3 (lOOOU/mL) , TNFa (lOng/mL) , IL-12 (10 
ng/mL) , IL-15 (5 0ng/mL) , £«fctfIL-18 (20ng/ 
mL) X2 4ftMJHfcLfc. #cfc, 7o-U"-f M h U fcJ: DM I CA/B38S 
K^X##TLfc. »*&B 1 fcjjsf. 

15 jEfirfcF:*— *6©DC (N-DC) te, I FN a I FN 0 fcj&gb 

XMI CA/B*^bfc^, HCV«*It*6®DC (HCV-DC) 
■fn©»^'bMICA/B*»aL^ofc. IL-15&, n-dc^i;h 
CV-DClCi3ViX, CA/BSSS«t5Ht*J-Ptfc. £ftC;tt 

U TNFa, IL-12, Sfctt I L- 1 8 ttM I C A/B|BS&SI»b^ 

20 ofc. 

MICA/B mRNAORT-PCRM 
JM*LXV*&l>DC, IL-15 (50ng/mL) X$l»LjfcDC$3«ktf I 
FN a (lOOOU/mL) XlW*L&DC#&*n*ni&RNA&¥JiU R 
25 T-PCRfciOMI CAmRNAfcitfMI CBmRNA©f6S*^*f Lfct 

^UjffiJl-3. ALTg&©Mfc«££MI CA/B%IB<Pfflgl 
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mmtiPi— (n=15) (HV) , BfcfcALT&;*T«ttHCV«JfeJM 
(n=10) (CH-1), &&Xffi1AtoUJElil!ALTU*)V&G?&W&.HC 
ViM (n = 10) (CH-2) CDH©MI CA/B58I§lk«Ufc. IF 
Na t&UIL-l 5T«LfcDC©MI CA/B^1^7n-iJ-^ hp< h 
5 UtCkOW^, ^yx^IllOA-t>htlTSlft t *S*£0 2 fcjK-T. 
B+. M/t-ttSD**U, *»p<0. 01&m?o H 

CV-DCtt, IFNa«lfcif, ALTMtfrottffifctofrbSfM I 
CA/B&f6iSU^ofc. HCV-DCJC&^T I FNa £/t 

ttl FN/3 ratSMI CA/BM^^MV^itt, JffW©«i4»^ 
10 j£#MBT«fcl>£££7»r&. 

glMl, I L - 1 5T$[|j|[bfcDCtCj:^>NK«feftlbg)WM 
Mtt*#7t^fe-f*«k^I FN r SBST'yfe-r&JBWC, DCfc«t*NK|ffl 

15 mmteFi— ©PBMC^6NK«Jfi*¥«U, NKttl0i»*i7T 
;i/7?W»b, &M^nD-f (StemCell Technol 

ogies (Vancouver, BC, Canada)), M©9 0 %RJh 
UCD5 6+CD3-iJ>/^T*ofc. Mii&LfcNKM£, 2 4^x;Hg§t 
11(5. OxlO'i/^V) T, 10%FCS^10U/mL©^> 

20 u>/* hi/7 p h^-f'»^^tfcRPM 1 1 6 4 o«jfi+T»aiu&. fin 

(N-DC) £fc&HCV««fc (HCV-DC) jfc£©DC£, IF 
Na (lOOOU/mL) S&BIL-15 (5 0ng/mL) Tf 2 4 BSIBJfil* 
U 1. 0 x 1 0 s ra/mL©»£"T?£x;Pfcj(inA, NK«fl&££t>fc:2 4l$|ig 

25 »fi**7yfe-rttKT©J:5k:UTffofc. "CrTMlMai (K 
5 6 2) SNK/DCftS* (h7>X-)XjVyXfAT, *&«fcLTr) , * 

e^ftffltt. ^ft-^tlSSSTr i t o n - XSftS**© W >^a^- h I 
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xss*= (ttacD^»fi[-&»»ttHi) xi 00/ (ft^ftHi-efgwttW) 

5 NKtt«ftI FNr WTOctailLTTy-b-fLfc. ±j£©£ 
5fcDC££t>K:2 4l$MJ&KLfcNKflltt&, 1 0ng/ml©PMA^ 
1 (imo 1 /LtfM v> (S i gma A 1 d r i c h) ttfcfc'T > 

^ri^-hUfCc l//l/mLOGolgiPlug (Siffig) (BD 

-Phanmngen) ©#ft"FT3 7 t C , T4TO'f >*o.^- hbfcft, NK 
10 tt^PEliCD5 6 ; E^D-tJV«4tT?3 0Wfilfc, 

Cy t o f i x/Cy t o p e rm (llili) ftffift (BD-Ph a rm i n 
gen) TiiaT15^rMl, »F I TC^-irC I FN r £ O- 
^Hfift gGl) T^febfco JfeftbfcilBia*70— bUT 

15 D5 6^f^^»$*t. 

I L- 1 5flSN-DCi:tt)l;«LfcNK»E fc&tftel FNa fj 

^Dct^^^^tfcNKM^, mmomm^K 5 6 2«£*t-r&ifij& 

f>^C I F N r ££/Wi;bDLTV>fco CftKlftL, I L - 1 5 
^bfeHCV-DC^NKtt^tt^tfc^, I FNaTllimilfJ 
20 NKMmft&ik&TFZfcftvtz (0 3£«J;tf4) „ 

ittfccDfc&l;:, ffitz\zmMLtcNKMm%, 5 0 n g/mL® I L- 1 5 tt 

h\z2 4mm%mv, wzks 6 2«^st4*50:^i fnt m±*7v±. 

-CLfctZ.^, I L-l 5^nS#«NK«^tt<b«Ci^T^^ofc 
(15). Lfc^oT, I L-l 5 ^NKtttl i 
25 ££;«|g2ftfco 

Jfcfc,- fffe»^L/cNKtti I L - 1 5 (5 0 n g/mL) T«LfcN 
-DCt^, 0. 4 um<DWAWk$:m*TftmLT&%mL, NKIHtDCt 
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tKDmm&^Z fcft^JZo Z(DZ.t\$, I L- 1 5T3lffl»$nfcN-DCfcJ:<5 
6) . 

5 mmm3. NKm^^t\z^n^>ui ca/b-nkg 2 pffigf^fflogi-^- 

I L-l 5T*ii$nfcDCl?^I$n5M I C A/B^NK»ffiift|:H 

" NKaeifift, N-DC£&«L-1 5 T3W*L-fcN-DC KM I C 

A/B^ey ZU—ffrWk (6D4) , KNKG2D ; Ey^D-^-;i/fet#: (ID 
10 11) (Science 285: 727, 1999; Proc. Natl. Acad. Sci. USA, 96: 6879, 

1999) tfcOT I gGO#STT2 4HFI^ib, NKttO»Mtt 

£>«fctf I FN r W£.&M- r <fzo 
mMl CA/B^y^D-^;i/Jn;#:©#^ETTI L-l 5T»lfcN-DC 

£#ig*LfcNKM*, «^fg^©iiJD^$^^ofc (0 7) . 
15 I L-l 5-C»bfcDCI:«tSNKttOI FN 7 g£©ifJPte, NK/D 

C^*©F^(Ctn:M I CA/Bty ^ n-^;i^#££^NKG 2 D^&y £ O 

-±;|/irL^^JPAfc<i:^ttt^±{C^<^ofe (0 8) 8 N-DCOftfcOKH 

I L - 1 5 TllSnfcD C 5NK»)SCDgttfttt, MICA/B 
20 -NKG2D*|5ffr3£##T5;i££^-f, 

mM®\4. HCV-DCfcW5 I FNtt/g fcJ&gbfcl L- 1 5 0Dg£(£> 

N-DC^HCV-DC$, I FN a (lOOOU/mL) T'2 4»J 
25 WLtc (§f{:otn = 5) . #ig#±?f +(D I L - 1 5, IL-12p7 0, 
TNFai5Wl L-l j3 £, mWi&l^J ^D-^W^iWiU- 
-f h#-f>^Ml£ffl^T, »>K-fyfEL I SAteiDiffljtL-fc (IF 
N«/j5, IL-12p70, TNF a, *5j;tf I L- 1 0, Endogen, 
Wobum, MA; IL-15, BD-Pharmingen) „ £n£©EL 
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I SA3S©tfeffi©IEIStH«[ttKT©i:*DT*2»: IL-1 5, 3. 7 p g/m 
L ; I FNa/0, 17. 5 p g/mL ; I L - 1 2 p 7 0, TNF a 
I L- 1 i3, 8. 8 p g/mL. 
IFNatt, N-DCk:*ViTW55&^I L-l 5 0^&»*lxfc*«. H 

5 CV-DCIC*VsTttIL-l 5©S4*R*-r*51t*«Tftra:^fc. I L- 
12, TNF a, IL-6*«ktfIL-l 0 ©B£». N-DCtHCV-D 
C£©MTK£A>2:ffiiiL-fcrt>o& (09) . RT-PCRIUD I L-l 5m 
RNA©fg^4aj^Ufc*^fct)|g«©jS*^Snfc (x-*7*$f) o 
^ne>©^*«, N-DCTSIFNa ©*a*fc<tt) I L— 1 5©££#SS 

10 £Sft*5&*, HCV-DCtttif^Ml^i^t. 

«ffl5. I FN a T?$l%tbfcDC©MI CA/B%aK:fettS^-h^U> 
I L - 1 5 ©g§# 

IL-15&, I L- 1 5 ©&*©#»$ a M (I L- 1 5R a) , IL- 

15 2 m&zxtmm® r saltans mj^-i l-i sut^ 

V>£ 0 I FN a itffchDCfcfctt* I L — 1 5 R a 0%i»t^^i^ 
W^fcfcfcfc:, ¥j£*WRT-PCRfcJ:D I L— 1 5 R a OmRNA^lS 
I L— 1 5RamRNAI4I FN a TMt^^DCTfeMnT 
20 I FNa tlTOtN-DC^il/HCV-DCO^f nC^^T 

fc, I L- 1 5 R amRNA^f U- b^tlfc Cr— ^Sf) 

. HCV-DCfc*V»Ttt, I FNa tO&^TS I L-l 5© 

56^fctt^RS*s»S*s, I L - 1 5Ra ©SB^fc^-mfc^Cifc^-r. 
N-DCS, *t I L - 1 5 trC#: (3 0/zg/mL) ^fc«irC I L - 1 5 R a 
25 4"?D£i# ( 3 0 ix g/mL) ©#£Sfctt##fiETT?. 1 0 0 0 U/m 1 © I F 
Na <fc£feK:2 4l$M«*L&&, 7D-^ M HJ fc«fc0M I CA/Bfg 
£fc^T#*rLfc. fS*ftH10fc*f- Ht», £k*h^A+©B#ttM 
I C A/ B3fc«©¥iS&tt3fi& 
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I FN a T$l&LfcN-DCK:£tt5MI CA/BCD385M4. H-fttOttfcfc: 

Jin60»*tt, DCfcfcHT, I FNo Kl«J:r)Si«$n*MI CA/B56 
Sfctt. h # U > I L - 1 5 fc* 0 mftZnZ IL-15Ra Oftttfc** 
5 jg^TfcSHtSwf. HCV-DC^I FN a MbTM I C 

A/BftJSS-TSJlt^Tir. Ufc#?TNKlBlfiSflHtfcbfcV»i:£ti:. I 

L-i 5 oi4o^MiTi&?. t^en^. 

gUMl^ DCCDI L-l 5l^ftMI CA/Bmi\z35tf%-*-ht7V>l F 
10 Na/fl (PW^ 

I L — 1 5T$J$£nfcDC££tt3MI CA/B0^(C^-h^U>I F 

N-DC^HCV-DCJ, 5 0 n g/m 1 CD I L- 1 5 tth\Z, JrC- 
I FN a 

15 /0R*»ffi# (3 0 At g/mL) CD#ft£fc«##£Tr* 2 4^ig*bfc 
(#PfcO#n=5) a ^ililtl^IFNa^I FN0 $EL I SA 

N-DC£J;tfHCV-DCmvfnt>, I L- 1 5tlit^t I FN a 

20 TDC$ I L- 1 5T-»f 3<h, I FN a Og^HHWfcailHSft***, 
I FNj8 ©gMiflfHSnfcfrofc (011) . Z\<DZ\£U, DCSIL-l 
5T»f3£ I FN j3 HfiM&Zn, WZ I FNa/j3Rft#Wltl5£"T?I FN 

&t£, N-DC£cfctfHCV-DC£, trtl F N a//3 R+fOirEft: (3 0jt*g 
25 /mL) 0#ft*fc«:#M£fiETT. 50ng/mlc7)IL-15-C24 l$M$|* 
U WZ7U—V- 

>f M h UK* DM I CA/B58afcoV>T#*rb&. HS**H 1 2 fc*-T. 0 
#kXb^7Af©jRm MICA/B5Ba©¥*S«3t3ME**1". DC 
m5IL-l 5iittMICA/BW, tal FNa/|3RT^^>^ 
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#©#&T-c^±fci«fl$nfc. mmmmx rt-pcrmmica/ 

5 ^nTV^Ht^f. COlS*tt, HCV-DCfeIL-15TMt5tM 
I CA/B£8Sb3«£V>3HHWl©je*£-Srr*. Tfrb^, IL-1 
5ttDC£Jg'H:'fbbTI FN a/0 iWM I C A/B5fiSK*» 

10 H»J 7-12 fc43ViT«, UTOUMZmWc : MSI^k b I L- 4£J;tf 
GM-CSFttPeproTech (London, UK) ifilfc&fc K5T 

8CD40U#>K (CD 4 0 L) , k hTNF- a I L- 3 teR&D 

Systems (Minneapolis, MN) frZ, LPS, po 1 y I : 
C, T «fctfc#7#l — i gma (St. Louis, MO) 7^£, 

15 fflaft&k h I FN-r ft, Strathman Biotech GmbH 
(Hamburg, Germany)^, hh'J>/«IFN-«ttS 
umitomo Pharmaceuticals (Osaka, Japan) 
^6, ^?MSC p G*y ^W*>5ii'Vtf H (ODN) 2 0 0 6ttS 
i gma Geno s y s (Hokka i do, Japan) fr*>, ^rtl^tlX 

20 ^Lfeo Sfc. OTOFITC-, PE-, PerCP-$fdiPC5-3^ 
ji^—Ml^k b^/^n-^^Sffl^fc L 1 ne a § e (Lin) (C 
D3, CD14, CD16, CD19, CD20, CD56) (Becton 
Dickinson), CD la (NA1/3 4 ; DAKO, G 1 o s t r up, 
Denma r k) , CD1 1 c (KB 9 0 ; DAKO) , CD1 4 (M5E2 ; 

25 Becton D i c k i n s o n) , CD 4 0 ( 5 C 3 ; BD Pharmi 
ngen, San D i e g o, CA) , CD 8 0 (L 3 0 7 . 4 ; BD Ph 
armingen), CD83 (HB 1 5 a ; I mmun o tech, Mars 
eille, France), CD 86 (IT2. 2 ; B7.0/B7-2, B 
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D Pharmingen) , CDwl23 (7G3; I L - 3 a 
i, BD Phaimingen) , CD2 0 6 (T>>> — 3. 
29B1, 10; Imunotech) , CD 207 (7>yi'J>, DCGM 
4; Imunotech) , DC-SI GN (120507 ; R&D Sy s t 
5 ems) &<fctfHLA-DR (L 2 4 3 ; B e c t on Dickinson), 

10 HCVSx^<J;tKHCV-RNA(DM^»-e^0, WiW )V*m%$, MX. 
\f, BM$t0kV'()VX (HBV) &ckLtfHI V\Z-Z>\,*T\m&-V3bZZt$:mm 

bfc„ ^"fn©s#t)^^^^j, mtfi FN-a zrzWjA^v^m 

15 ^cb^ : § : ^a^fc«CAT7 > ^r^>^©to^b-&HJ;0, ffF«3E^6 
tffclffBWili^V^tsaiBbfc. *HIB£bT, HCV, HBV&<fcc£HIV 

20 7>77i7-t* (ALT) l/^;Wlittl^Ittt, U 7 (A 

so ©ts^ufc. ®y)<Dmm\$&mm&it\m®*rz>ALTm&7fiV, m 

(CH) l¥t^«Lfc. zn&©J£#©ftA*>fc*3V>Ttt. IFFtt£*ft&£ 

L-fc. HCV-RNAOili, ^DNA^D-^7«;t'f (ChronHCV 
— RNA, Erne ry v i 1 1 e, CA) \Z&K)7v^htc 0 HCVjfirtf^ 
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*HfeR** , J7'(ASC) 


®&iff&(CH) 


N 


23 


14 


43 


1£(M/F) 


20/3 


6/8 


27/16 


« 


45±10 


46±10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA 




3. 5(0-35) 


5. 7(0-37) 


(1/2/*#3I) 




5/ 


27/2/ 



ALT, r^->75^K7>X^i^-Hf 
** p<0.01 vs.ASC 



5 Hl^fe £»JS Kt" — 6 1 0 - 1 2 m 1 ©a/1 u >i»MA^#fc. P B 
MCtt, F i c o 1 1 -Hy paque^>r>3 >±©^^K^i>#iit£<£ 0 
(PBMC) SEHRUfc. ££fcPBMC*W*U ^K«Jfi*Si 
#T*fefiL-fc. MDCtt, 7-f--^~A- (Lin) (CD3, CD14, 
CD 16, CD 2 0, &<fctfCD5 6) Rt'ffcfc^tfHL A-DRWilT^ 

10 mhtc. zn<c><DnM<D>f~-h*WLfeL1t&, MDC£J;tfPDC&£e>K:CD 
1 1 c&XtfCD 1 2 3^©/N°^->iCci;t)^Ufco MDCttL i n", H 
L A— DR + , CDllc*. CD12 3 lra MT^»3, PDCttLin", HLA 
— DR\ CDllc-M^CD12 3 lirt iM5. MDC^tfPDCtt, 

*3i©jfijiii»iiifiic**b, «^T*n-^*HMitt*«kr;'j >/W£dch«ih 

3„ CD3 4tMB*BJS«, Lin", HL A — DR + , CD 1 2 3**J:tfCD 3 4 
Lin", CD3 4\ CD 12 3*, CD 4 5 RA", fccktfL i n", CD3 4 4 , 
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CD 1 2 3^ii;CD 4 5 RA^U^ibfc. F AC S»«rK:«k DftJtSft 
fctn&0«lfi©^-t>7-^6, PBMC©gt£SITS 0. ^ 

«tMMW©fc«>fc. BDCA-l^BDCA-4»7b (Milt 
5 enyiBiotec, Bergisch, Germany) ££0, 

Oefe3E*JP^.T (19) , MDC*«fci;PDC§PBMCS&»;U-f-3-h 
(*&#+^]&i&-fe>*--) *>&#«L-fc. fc*W4. Lin«CD3, 
CD 14, CD 16, CD20, CD 5 6*WJ3*'J> (Stem Ce 
11 Technoloies, Vancouver, Canada) £-^tr;*J 
10 £r^JPtt*T««WfciH»Stffct*. FACS Vantage SE (Bee 
ton Dickinson Immunocytoraet ry System 
s, San Jose, CA) TMDC££tf PDC£giJ*K:7- hLfc. 

«tr;pDco^«jE^7>x^7 (nv) t*Jt«ttiR«kD<a* i ofc*«. a 

15 SC»fc*W-*»*t4ffiab&^ofc. CHSMBMDCtt, ASC££tfNVl£ 
S^PBMCCDM^fceHTS'SJigtt&^T^fcfefc, SWCPBMC, CD 

DCIJ-^-fey h©t9K»IlfiO»*^*fbfc. BlomS (J. Exp. Med. 
192:1785-1796, 2000) K:«kD»ft3nTV>5S£fflfcLfc**t>T, PBMC* 
T, CD3 4OTM (Lin', HLA-DR*. CD12 3*. CD3 4 + ), 
DHiIffl (Lin-, CD123*, CD34 + , CD4 5RA") *3<fcM$ 
25 ffMia (Lin", CD 12 3*, CD3 4 + , CD4 5RA') C 
H*fc*(t*CD 3 4ft»llS*3J;^MBii^m©^«, H^— »K:*W*J: 

en #ttcMiF^Mf-^viT«D c^i^cisw^^ 
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%BMM& (PBMC) frZ><DDCmfo<Dftm&&'&&* 
»»&:#9>7->f70#|Rjfc^6A7^3-h***U Ficol 1 -Hy 
paque fc*fcE»fc*Hifc.k 0 A* 7 4 3 - h 6 P B M C £0JR Lfco ¥*. 
5 BIB, MDC$3«fctfPDC«, ftlfn, CD 1 4-V-T2 Dlf-X CD1 
^abf-X, BDCA-lSfcliBDCA-4 DCM^yh (Mi 
ltenyi Biotec, Be rg i sh-Gl adbach, Germa 

ny) zm^x, m%mz^mvtzo cd4, cD8Taus*<traKaBjfitt, 

PBMC^fe, -en^n^fSS t em-Se b (Stem Cell 
10 Technologies Inc, Vancouver, BC) 

Ltc. CD 3 4 +jtskmmWmm\t, CD3 4-V>f£Pfcf-X (Mi l ten 

yi) *m\,*xm&M&&MMfr*>m%i<it. 

DC±©*Sftr^038li«FACS Ca 1 i be r (Be c t on Die 
kinson, San Jose, CA) fcJBV>*7Q-1H HJ fc±t># 
15 «fbfc. ftfeOfcftfctt. DC§, 2%BSAS«ktfO. 1 X75>fltf-HJ£A 
^tfPB S ^TfcgWffifl^&W^ V9< 7°mfcttb\Z4VX* 3 0 
#bfcc MCDS, Lin", HLA-DR*, CD 1 1 c\ CD 1 2 3 lOT TfcD, 
PDCtt, Lin", HL A — DR + , CDllc + , CD 1 2 3 hiEh T$>D, cn 
^W:^^CD40, CD8 0*«fctfCD8 3©58««te;&^fc. "T^T 
20 ©IILfeilCllS, 9 0%«k0HS^o^. 

*HLfe¥^^fe«MDC«, 10%<DFCS, 5 0 1 U/m 1 <D^-vU >, 
5OMg/ml0XM/^m^>, 2mM©L-W5>, 1 OmMCH 
e p e slS^i^l 0 ;iM©#M75yi»U CM) , 

5 0ng/ml©GM-CSFm, 10ng/ml©IL-4SWSfc 
25 l^^ftlrUMDM (GIBCO Laboratories, Grand I 
si and, NY) +T?4- 7 HM**bfc. PDCte, CM*T5 0ng/m 
1 © I L - 3 0#ffiTT"4 B IHi&*L-&. 

gUMi, ->a- -/V S V©il^giA©fflB 
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VSVte, mWBn (G) »€^3&«GFP*n-F*r*^-^-3t^fTll# 

»*6nxvi«ii»Avsv^6«ija6*n, i^d-^iw^hcv 

5 E l*«kOT2aa«=rr4 (VSV-E1E2) (J. Exp. Med.; 197(1): 
121-127, 2003) . 
[0 0 6 9] 

V-DVZU, SW2 8 o— # — (Bee kma n Coulter Inc., 
Fu 1 1 e r t on, CA) T, 2 0% (v/w) -60% (v/w) <Z>#M 
10 W5/ a liSJSET* 2 5, 0 0 0 rpmT4 < CT*2 I^IHia'WMiTa ££Kl<fc9tt© 

u, -8 otre##bfc 

o 

C7-r;i/X+i->y;i/4 1 ORNA©nt!-ic^^-r^fe8e){C«, , TaqMan 
EZ RT-PCR^7 h(PE Applied Biosystems, F 

15 osterCity, CA) SIBUfc. i/a-HWVSV RNA©323 
-bp-fe^>h*lfiiSf * 7*7- K7^f "7- (5' -cattattat 
cattaaaaggctc-3' (M&mm 0) ) ££tfU A*-X7^-T ^ 
— (5* -gatacaaggtcaaatattccg — 3' (B3?!lfH§ 1 
l) ) , ££tfxfi£ftH«7n-7* [5' - (6-*;v^'>-7;p*U"fe 

20 -f » -atccagtggaatacccggcagattac - (6 

^y-fh7^^-D-^5» -3' (12^12) ] £JHV>fc. SB^iJ 
^ffigB (AB I Prism7000, PE Applied Biosys 

tems) \z£K>, pcRmmvmv&ytmti*^- 
->a- K^-r 7"v s v&p BMC£it\tm&Mfrp>ftffi\st£m* ommiz&m 

VTc 0 MttMtLTfo, X>^D-7M6M£WL&V>VSVAG£fflV^Co IE 
^tltlttt, VSV-GSeH**IJEbfcVSVAG-G*«^fc. 
S*cdMM£, 9 6^x;H£*7V-hfW;:CM*T5Xi o^JS/^x 
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;VT?WSUfc. *K. untI^a-^-f^-f^^VSV-ElE2 
(1X1 0 12 RNA3H-/^XJV) , VSVAG (1X1 0 12 RNA3tf— / 
£x;W SfcttVSVAG-G (1 x 1 0"RNAnt£-/V7XJV) £&SU 
3 7 c CT16B#r H K>^^-M-feo (GFPW) 
5 &«ftU FACS#Wfc«fcD»tt©^~ fe>x-S>*#«>fc. IS« 

©3EWc^~ fe>7— 3*4. &©£SK:LTgUfc: (VSV-E1E2 
£fcteVSVAG-GSm>£fc*©GFP*»IIB©X) - (VSV-AGSI 

V>£££©GFP + ifflfl&©%) 
£©»*, VSVAG-Gli, MDC, PDC, CD 3 4 

io wittfc*lfttfc* J vsv-EiE2ttj:n&©liififc«»u^ , 3fc- 

13, SfrfcKlMLfcD C liva- F*-f 7V S V - E 1 E 2 fc*tl/t 

15 m<D&m 

W*c*fc«>fc, MDCSfcB*»SGM-C S F©#STT I L - 4 t 
fcttIL-4)S:U«bfc. 4HBlC*IHfflft»«ftfctt5. GM-CSF 
fcj;^ L-4fcfcfcfc**LfcMDC«, GM-C S F<Dfrt t%\Z%mhtc 
20 feOtlfettLT. CD la, CD 8 3 43«ktXCD 8 6 ©*V>3fi»ft#LTV*fc. 
£©££«, I L-4^DC Wf tLT#fflbfc^^t. MoDCfc* 
V»Ttt, GM-CSF£ifcfc«UfcMfii, GM-C S Ffccktf I L - 4© 

L-3©^ : £TT*©i&*©4 0gK, PDCUOBBt^mhX, CD4 0, C 
25 D8 0, CD 8 3 33<fctfCD8 6©^^»ofc. 

tf® 1 5 C^To 0*. *T*IB©SSc^ttGFP + »Blfi©^-"fe>T-^*^f- 
4 0B©MDC*«fcr)t4BB*J:tf7 0B0MoDCfc:^TGFP+IMS*« 
tbZfttztf, 4 0i©PDCfc*^TttB»6n^-3fc. VSVAG-G^8 
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JBH&IM FM>0ffi»fc^f, 4Bi®MDC, 4 
BSCDPDC, 4 Bg££tf7 0 SOMo D Cd^gtt'>^tM^enfc. £ 
fc, GM-CSFO^tt ! b{C^*bfc4ag©MDC^^T«, GFP'i 
J®©f!|-& (n = 3, 4>f*l«cfctftgffl) ttl. 5% (0. 5-2. 2 7%) 
5 GM-CSF^ct^I L-4<htt)l^^bfc : fo©^^T«, «fcDE 

fe>T— ^©GFP , M«$nfc2 3. 3% (12. 3-27. 
0%) o MoDC«, %momMmmzLtztf?TV SV S V 

-E1E2I^IT, S*<DJggtt£^bfco 4B@OMoDCtt70@©Mo 
-DCk^it^raWN 0 — t>f-^VSV-E lE2ttGFP+K/^ 

V S VM§ttT&5 Z. LtfTjkZntZo 

E i E 2 -^tt^^;^ftX0Wffi^^tt?>^a- :/vs vm<Df§m 

15 ICtt, TtT|R©HCV-llDn>n-V3>A 0 ^;l/^^a^iLTffl^fCo 

iSl^HCV RNA^-f^- (lX10bli-//il) tniHCVfii#: 
^^^^ (B i o Clinical Partners, Inc, USA) . 
3 m 1 /£x;MD&S«l&9 6^i;^U-h©DCm, 3 7t2T?2 4l$M 
>r>^aL^-hLfc. DC^0JRb, lXFCS*»3teUfcIMDM1?3Isli5fe^ 

20 U »:RNeasy Mini Kit (QIAGEN, Germany) & 
m>TD C a> S SSgR N A ffi U fc. 

HCV RNA£«0jrr* TaqMan EZ RT-PCR k 
it (PEApplied Biosystems) HCV RNA 

©5' -*n-r-f>^I«01 6 l~bp-fe^>hS:iii|i-rS7*7--r ? y 

25 7-f "7— (5' -cgggagagccatagtgg-3' (KJ#I#^ 1 

3) ) fcitfU/t-X^'f'T- (5' -cgaaaggccttgtggta 
c t-3* (E8I##14) ) , -S*^H«S»^a-^ [5* - (6 

- ft frft^ is— V*\l<1 » - ctgcggaaccggtgagtaca 
c- (6-*;WxH^v-xh^^5 1 ;i'-P-^» -3' (IEWfl5) ] 
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£fflV>fco EMfttttt* (AB I P r i sm7 0 0 0) MV>T, PCR*i 
. ■KfcMftOS*. *t>»ViHCV RNA^-f^-tt. GM-CSFO^ 
^SfflViSx-^tt, *IEHCV»1-5«©Jigtt*iEU<RISfeUTV^C: 

thanes nfc. 

Cft**0J^H**»8bfc. DC*HCV«»^6««r*TOtt©**« 
«JiV»«-rfc»fc, I FN a, IFNt. CpG ODN 2 0 0 6, CD4 
0L. polyl-.C TNFa^LPS«Uctt^ibm 

15 WMfc^VVC, VSV-ElE2©tt^OiA^i<fc. DC&ftfcU 
RDBlC, I FN a (lOOU/ml) , I FN r (lOOOU/ml) , IL 
-3 (50ng/ml) £fcteIL-4 (lOng/ml) HnfnDCIlH 

CpG ODN 2 0 0 6 (1 0 mM) , CD 4 0 L (1/ig/ml) , 
poly I :C (50/tg/ml) , TNFa (2 0/xg/ml) 

20 LPS (10/ig/ml) tt. Va-K^^*«Mi-r«2 4»MttlCDCK: 

1 7 I L - 4 C p GODN 2 0 0 6 

fc, GM-CSF^iUcMDCmit, VSVAG-GW^ 
ttKWIftWaf fc. VS V-E 1 E2^GFPlBi0^t>f-^ 
25 m\Z.mt%^t1)mt>fr\Z.l3.otz. I FN— a, polyl :C, L 

PS^TNF-a«, vSV-ElE2*J:tfVSVAG-G©Pt»lCO 
WGFPWO/VtVf-y^^^t 9. CpG 

0D N«, GM-CSFi:t%>K:««bfcMDCK:*^SCD8 3*5«ktfCD8 
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DCMMt^iiiaD, S^-K^^VSV-E 1E2KMT 

•?>1->&&X$-tt7>7 h-7$VSV-E 1 E2ftAOE*H^ViT^UfCo 
GM-CS F<h£:t> ICigftbfcMD C$4B@ fcS* ©ig07>t>^fc^ 
?0 h-Z££blZ3 7CT1 8 0#f P K>*^-bL, vrL-K^-f^VS 

10 V^^gbfc Vi-H^-ryvSV^aWfCDC^EDTA (5m 

M) X-mrnVtZo DCtft&mnMfaT*&Z>HepG2£%it&-rztztb\Z, =y 
a- ^-f S VilClilCH e p G 2 ^ 5 /i g/m 1 ®7>t >T*ilt&„ 

MDC*-?>j->!?ti}®iWt%£, VS V-E 1 E 2 £WT£GF P + M<2> 
A~ fe>x-^«ffiSfe#65^«^bfc^, VS VAG-GODffAfctei^ 

15 ZmZZtefr-otz (018) c ^^©^©^ftl&S^IUi, *1EHCV£ 

mmhrzUDc\z^xmm^ntz (mi 9) . cn^u — x«v 

SV-E 1 E2£t£\ZVSVAG-Gm^n\ZbMDC\Z&tf%mmz&W& 
R&tsfzfrorco mvfcm*z£iz, E D T AH V S V - E l E 2 C«^iT 
t£-#tifr-3tctf, VSVAG-G0M^t:iiLfc„ Z.nZOy'-ZlZ, 

20 VW-^Sj^zMbWC a 2+ #Mi^TDCtVSV-E 1 E 2 <h©*B 
Kftmzm^-VT^ZZtZTKt,, Z\tL\ZttL, HepG2»C*^m V 
>^>teVSV-ElE2<D«£!lWLft^D& (02 0) „ Z\<DZ\£\t, V 
SV-E 1 E2<D9.\*feoft=f-\t, HepG2tMDCttlJI^^t^ 
ftbTfct), ^>j->tfMDC±Oft^zmW*R&-ftf, VSV-E 

25 lE2±©#^fctei£SU&V>;i££^T. 

D C \Z&tt%> UZ^XD^mtV S V - E 1 E 2 K#-T5^©i*§tt£¥fTT 
$>^^^m^fc^iZ, GU-CSFtt^\Zl^mVrzMDCt GM-CS 
Ft I L-4£<Dffi.%-&t>-#T~mmLtcMDC\Z~D^T, DC-SIGN, T> 
y-T.Hr^- (MR) ££tf^>^xU>©^:i£Jti&L£o DC-SIG 
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NGDSBSlte, GM-CSF£J;t;i L- 4 tth\Z^LftMDC\Z^X, G 
M- C S F tth\Z%%Ltz*<D&Q&fr?tztf, MR£ >^x U >£>3I 

5 

«ttCffilBI(omic^^»rSUStt^ (IL-15, 

h xwKini&dSMNi: Rtf fctt v ^>ae£«H) c m 
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5 *fc«>©B3liilflJ**. 

2 . I L - 1 5 *^rr*»*S 1 B«©BSimj&». 

3. IL-15**rr*. ittCiIf»il^^TIFN-atii 

r«fc»©ai*« 2 iBm©is^ffi^o 

4. h^Wm«MH^^WT^if^lf3lfe©E^Mfi£#lo 
10 5. HlftiiWJIH^^^ftS, ftttCSffF^©**^ 

UTI FN— a t#fffl-r*fc©©fll*«4IB«©BE*iafiJc<». 

6. Sin^FIMMiltsm C p GtfU 3rtt*sX!r V*? 
H, GM-CSF, IL-4, LPS, CD 4 0 L, polyl : C, TNF — 
a ££#1 FN-r a>6fc£#«):!38«$n*, f&3fcB4 3:&«5K:ffi«©E 

15 Xfiffttt. 

7. l/^^>^W^^-r^»^llB«fe©E^«t>. 

8. U2 ; ?>&&®m%tt'?2>, «teCfflIH^0j^K::feV»TI.FN-a 

£0Mj"r*fc©©ni3&s 7 «Bft©esniijEii^. 

20 *^>ifc#fr&fc*#«kDa&Sn*, W*«7*fctt8fc:IB«©B5*aLfi!c«l. 

10. i l - 1 5, 5XD-r \ i %ffi&MMmmmm : ?-%.ztu>73 L >%i&%>m 

£^l»1-£fc&©Egi!&j&&. 

11. I L— 1 5> 5xn-T FIiW«iSfStfl'^>^lf 

25 *i6sw$n* ia«±©«tt^©^**i9i#tfe#r*i:i:*Atf*ttc 

12. *ttcaBF**j&«rr.*fc»©issi©«jfi©fc»©i L-i 5, sia 
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SEQUENCE LISTING 
<110> Intellectual Property Consulting Incorporated 
<120> Composition for Treatment of Chronic Hepatitis C 
<130> P04-145PCT 



<130> P04-118PCT 

<150> JP 2003-315498 

<151> 2003-09-08 

<160> 15 

<170> Patentln version 3.1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 2 

gcagggaatt gaatcccagc t 



21 
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<210> 3 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 

<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 

<400> 4 

taaaacagaa gccaactg IS 



<210> 5 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 5 

caagaagtgt tgatgaacat 20 



<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 6 

gtcaagagct acagcttgta c 



21 
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<210> 7 

<211> 19 

<212> DNA 

<213> homo sapiens 

<400> 7 

ggtgagcttt ctcctggag 19 



<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 24 

<210> 9 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 9 

catgtaggcc atgaggtcca ccac 24 



<210> 10 

<211> 22 

<212> DNA 

<213> vesicular stomatitis virus 



<400> 10 

cattattatc attaaaaggc tc 



22 
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<210> 11 
<211> 21 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 11 

gatacaaggt caaatattcc g 21 



<210> 12 
<211> 26 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 12 

atccagtgga atacccggca gattac 26 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 

cgggagagcc atagtgg 17 



<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<400> 14 
cgaaaggcct tgtggtact 



19 
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<210> 15 

<211> 21 

<212> DNA 

<213> hepatitis C virus 

<400> 15 

ctgcggaacc ggtgagtaca c 
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